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[0005] -tt£t>-h. *mwte, DS;(i) : 



(5£tf\ R 1 f«:-C( = Z)-W-R 4 (^^ > Zf^mJ^T-X^aMM^jW^Hil 




,(CH2) m 
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tfRZFR^t^tVetlX&iOsXW&ZiriT^ >Tt «fcV ^T/U^/UXfeWi&ZthX^ ^xh 

2) r 1 ass: : -c ( = z) -w-r 4 cs: ^ , ztmmm+x nmmm* wm$mm^ r 4 

{ig^^nTV>TtJ:VNT^/l'X«T^=7^)^$tt^mTfc^;R 2 ^tKR 3 ^ 



(5£*», R 6 ttS::-Y 1 -Y 8 -Y 8 -R*(S:f , Y 1 XtJ«Y 3 tt-tiv?niftS:U , r^*S-&XW: 
B^$tl,TV>T%J:V>T^l/>';Y 2 ^^^^ > -O-, -O-SO - % -NR b - N — NR b 

2 

-C( = 0)- % -NR b -SO -NR b -C( = 0)-0- N -NR b -C( = 0)-NR b - -NR 

2 

b -C ( = S) — NR b — N -S-, -C ( = O) -O-, Xi± ~C( = 0) — NR b — ; R^M^tl 



3) it (II): 
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)X^£tiZ>M; 

R 7 RzfR 8 nzti*:tim±LisX, Tkmrn^-. smztix^xisX^Tsi**/^ m&z 

R 9 «tK^^, — ^vm*RXfi/x\ttmaf£&&fr&L>T\, ^Xh £<g&£tvc 
=*lx>\ r/Hr-i^ tvi**^^, -o-, -s-, -so-, XfeSO — ,R e ««i^$ 

2 

wm> xteHW3:fcmm, 

4)R 5 ^^ : -Y 1 -Y 2 -Y 3 -R a (^:^, Y 1 ; Y 2 f2-C (=0)-NH-^>3 

; Y 3 «^#X(iS^tLTV >-Oi>«kV >T/i^rl^ VCfet) ; R a «gm$tiTV ^T^> J: 
V^^^^X&5)^$n§SXfe^;R 6 ^7Kmi^^-efe«9;R 7 ^T^/K 

TV ^Tt <tV ^8M#£7«UTV ^Tt><t< ; R^^nJg^&OVOUi^f&f tJJ^tf 5 
^&LTV ^ £< Bm^ixTV vcfc «tV ^it3^±©7/l4/PX f*5£ : — Y 6 — R e ( 

Ru/xnmmir%tcbb<Dmm$:mm~tz>tctb<Di) t&m^a) x«3)ie«c©^ 
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(II) •Cv7^5Mofffl 0 



r/Mn^v^^-j y^mw^s m.mm*. ^mm*. B^mm^MM-r^> 0 

% ;*?vK m^vK n-ynf/K ^y/nt>, n->^7K -fy^/K sec-y'^vK t 

/K n-y^VK -fyy^/K sec-y^/K t-y^Vl'jW^LV \ 
;k ry/K ^y^a^^yi/, i-y-x~/K 3-y>~/K 



Wb3] 
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^^asWWSo Cl~C3^nT/I^I^W*LV\, 

^T^t^U^ l-^f/Vxfwy, l-a^vVoi^W, 1, l--J^;V^U>, 1 
, Z-^^vV^^v:^ 1, l-^xf/Hfl/y, 1, 

>V- 2-*^vVo^v>^ 2-^/Uh])^U>, 1, l-v^/^h 

1, 2-vW/n-yy^-i^ 2, 2-v^/n-y^i^ l-^^/why^^- 
wy, 2-^^/vhy^i/^, 1, l-v^^/vhyy^i^ i, 2-^^/^hy^^w^, 

2, 2-S*n^yl'MJ.?«^V>\ 2-^/V-2-^/VVV^^>-, 2, 2-v J -n-7 s nfc°/> 

mj^i^ l-y-^/i^hy^i^ 2-^A-7^y^w>% 1, l-^y^/^h^ 

1, 2-vW/Vxf^^:A 2, 2-^^xh7^U>-> 3, 3-vW/V 

, i>yy^u^ N y^y^u>\ ^^y^i/>-#) , ^pr/^(*9ttf, 

^DT'o^, S^n^vK v-^n^v^/K v^n-^vvi^) , r;w^(W^ 
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y^)^M3^(7yi, JMSS* 3>7*),tKn^ T/l^ 
#/M<^vKM;Lte\ yh=¥->#/^^/K ^hdr^#/U7tf =71^) , Tv7K0»J;ifc£, 
TWTt>J:v\, 

&£titt7su*V'>(.W%-&s 2, 2-o:^w^hyy^u^ % 2, 2-hyy^-i^hyy^ 

>\ 2, 2-xh^y^U'^hyy^u>', 2, 2-^o-^y^-i/xyy^w^) , &r/W£5 
^e^r/w^w^-ee^^ttfcT/^U'VC^j^Lfi, i, 2-xh^^w^^i^^, i 
, 2-^^w^hy^v-^)^^-g-$ttSo Mtfcmu^ 2, 2-^uxyy^wy> 
2, 2-hyy^^vhyy^i^^ 2, 2— 7^y^-i^hy/^w>\ 2, 2-^O-^^U^h 
yy^wvaw^ix, 2, 2, 2-xh^y^w^hyy9 : -i/ 

>\ 2, 2--<^^w^hyy^-i/^0^uv\ 

x^^mmm2-io(D\Km^x^^(DT/^u>^^u m^i-x, ^vy% b 

y^uis, ^h^y^y N ^y^wy, y^i^i^-dfy, ^i^v^^, ^ 

^^^C2-12{i(D[i:m^fcf^^(7)T7^^U^S^^U > \f=-U 
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^n^nfcVK 9 s9xr? e f'A'^ v^a^i/^/K s^p^df-V/K v^n^:/^vK v^n 
v^n^nfcVK ^n^'f^, v^n-^rvvM^f bti& 0 

it, l-v^n^n-^/V) , i/?w7T~/l'(WZ.t£* l-WxrJT—A') , i^n^O-r 
v-W/i'K ^n^^-fe— l-v^n^^HrV-W/K 

rry-^jif*, is^i&:6~i4<DTy— /i^&^-u 0>j*.«r, y^jv, ~r??-,v, 

31— /^ntVl^(M^L{^> l-:73i— /K7°nfcVK 2-^31— /^nfcVw, 3-^31— /vr/n 

&i%mwa— 9©^fpT!J- ;^^tt> ^y^(^j^«\ 2-7!; /k 3-^y 
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^)x^y;Kix.{f, i-fc o 7yy/K 4-t o ^y^/W, hyryy/W 

M%-t£* i, 2, /wi— t/k i, 2, 4-hyryy— /v-3--i7k 1, 2, 4-hyry 

—A^4-'(A')^h?>H)MWjL&* l-^h^yy/K 2-^b^yy^, 5-^h9>^y^)> 

^f-yyMMx^e, 2-^-^r-y-yy/v, 4-^-y-yy/v, s-ttWVM » 4 y^r-y-y 
y/KW^tf, 3— fy^f-y y/K 4->ry^yy/K Ky*t , / , »,fr/!i^(w 

2-^ryy^, 4-^ryy/K 5-^ryy^) % ^r^ryy/K yy^ryy/M 
M;t«\ 3-^y^Tyy/K 5-^y^ryy/y) , tfy^/W^R^ 2- 

tfy-y/K 3-try^/K 4-tw/w, Kry^?=M09A.tf, 3-^y^^/w, 4-fc o y^"iy 
=71-), hryss^Mflijttf, 2-fc°y^=/K 4-t°y5:v 5 ^, s-t^v 5 ^) , y^-tf 
^Kit«, 3-y^if=/i^), 2-t°7^/w) > ^•^v ? ryy/^ 

1, 3, 4-^-y-v j ry-/v-2—f^), -<vyyy^(^^«\ 2--<vy[b]^y 
/v, 3-<yy[b]yy/K 4— <yy[b]yy/K 5— <yy[b]yy/K 6— <yy[b]yy/K 7- 
-<yy[b]yy/v), -<^y^-3cn/K^i|^{^ N 2-^y/Mfx^/k, 3— <^y[b]^^ 
-/v, 5-^<^y[b]^-^n/v, 6-^<^y[b]^^^/v, 7— <yy 

[bi^^h ^yxy^yy/v(#Rte\ h <^yv^yyy,K 2--<yyy^yy 
/k 4— <yyv^yy/K 5— <^y^5^yy/w) , v^<^yyy/K ^yy^-y-yy 
/k ^y^f-y/vCM^f^, 2-=3ry^-y-y^/K 5-=¥y=^y~/K 6-^y^-y-yn/v-) , iy 
>yy~/K#<l*Lte\ 3-^yyy^/v N 4-yyyy^/K 5-yyyy^vK 6-yyyy^yK 
7-yyyy^/K s-^yy^/y) . ^yy/KM;U^ 2-=^yy~/K 4-^yy~ 
/k 5-3^-yy~/K 6-^yy^/v, 7-3^yy^vK 8-^yy^w), ^yy^(M 

2-3vy/K 3-=¥/y/K 4-3vy/K s-^yy/K 6-^yy/u-, 7-3vy/K 8-dryy 
M , yp^J— ?v{®\\tU<$. i-y^v^/K 5-y^v^/K 6-y^v 5 — a-) , yy=¥ 
yy/KM^»\ l— fy^yy/K 3-^fy^yy/K 4-yydryy/K 5-yy3vy/K 6-yy 
=¥yy/K 7-^y^yy/K 8— ry^yy/W . yy/K y^y^/K^^^, 2-y^y^ 
/k 4-y^y $*=vk 6-y^y^^, 7-y^y ^-/y) , #/w^yy/K y^y-hy ^ 
=/k T>7W=-?vm7U&, i-T?Vi?—^ 2-Tyyy^/K 3-ryyy^/K 4-ry 
ys?=/K 9-ryy^/W, -ryKy^(^!ix.tt\ wy-Ky/K 2— fy-Ky/K 3-yyKy 
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/k WfKU/K 5-^vKy/K 6->ivkjj/k 7->r vkjw , -ry-ivKy/K 77tv^ 

^(Mtli, l-^a^rvK 2-7at'^) %tz.\T7 ^J^T^JV (M*-i*. 1" 
2-7x/f7i>^, 3-TW^Tv^/K 4-7^7^X^/1-)^ 

r^^nry— zi'jirtt, asfis^ mmm*. xnmnm+zi-m 

=/K t°nyv?7 % 2-fc°nyi*=vK 3-fcrpys^K l-J^SD—/^ 

, H^;=/K W^yys?=vK 2-^yyyv?~/K 4-^;5>Vys*=vK l-t° 

^yy^/K 3-t°^yy-/K 4-t°7^y^v, l-fc^yyv^/K s-tf^yy^/K 4-t° 
^vyv^/K t^y^A 2-t°*<y vvw 3-t o ^yvvK tx^A 2- 

tf^i^/K 2-^e/i^y^/K 3-^e/^*:y— /u, ^e/vafcyA T^tKntr^/HSEtf* 
W fb*t5 0 ^-/i^yA t°ny>?7, tr^y^A i^^vVjW^lvn, 

LTte, yb=^:A ^b^rA n-7°n^^ N ^y7o^ix x n-:7>3-A -TV 

:7>3r;A sec-7>3r;A t-7>=arv\ n-^yf/Wt^^, n-^^vvW^A n-^ 

nal«f"A ^y^n/K^^, n-7>3-A ^A/h^rA sec-^MF^ t-T^AW* 

tVit**S^ 1-At^/I^^A 2-7x~/M-=^A 3-7^^/^^^, 1,3-A^A^ 
3-^^^-2-7 'T—frttislg&m? btiZo 2-An^^/W;^ 

3-y>^u^-df^^bv\ 
, #ijx.fc£, ^nn^^, v^/i^pyh^A hyy/i^nyh^A yyy ,v$-u^Y*c 
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1-7*^/1^^, 2-7^>hV/^*i/*£)m&mifbtiz> 0 y*/* 
y, ■^7Mf">T&s$ap£Li\ > 

S'jSrM'U Miff, y^vW^yH¥v\ ^fvV^yf^V, n-^Btf/Wh^r 
^y^nbT/i^tf-y-Hr^ l-y^vi^^H^ 2-y^/l^^h^v'fr£'as# 

n-:/ 5 ^/!^^ Wft-Asf-Hr* sec-7*^;v?-lr s t-y^vi^^ n-^/^Asf-ar 

BfeU #J;tte\ ^PP^f/vft, v^7;^p^f^ft, MJ^^ny^/U^. h 
yyy^n^^-7^^-(2, 2, 2-h))7A'*u^;V^^)^1)%m?bthZ> 0 WK, 

V>yA>3ru^;v?-jr, hyy/i^-ny^vi^^w^bi \ 

/i^r^y, ^/uT^y, n-y°pfcV^T^y, i-^ntviyr^A v^/ur^y, v^^vp 
t^a ^^y^/wr^y, y'ntVM^viyr^/K Tv^iyr^y(M;U3s T-t^/ur 
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N-T-fe^/^^/UT^y) , 77/^7V(i^lli, -O-vvVT^y, l-^a 
-?u\£A'T%/^ Z--7=.~AS?u\£As7%;^ 1— f7Wf/l/7^/, 2—)-7^-;V^ 

^^/wt^a ^—/i^^/vT^y^!)*.^ i-^^^/v^/PT^y, 2-7 

^/V^/KT^yh :7^/K/pfc°/ior^y(M;i^ l-^^/^nfcVKT^y, 2- 

-^■y^vwy^viyr^y, 2-^^y^r^y^), v^^/iyr^y^a^f £>*t 

/■s^y/K fcV^n^VK ^-^-MA^ % ^y^y^f/K 9#n^VP4$) , WArf 

^Mfcifcri, ryyn-r/K ^^7^^^^) , ^D7^*M , ^(^jt(i > 

^p/n/^y^^^^^, ^n^^y*/^^, S^n^^^jfr/VTfcvK l/Vxi 
^r^yft}Vif^;V^) „ ry— Mf^/K^/^, t7M;l/^)^fn7!; 

fihy7/^nT-fe^/wS^^)5^}ff 5 tt§ 0 
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•So 

t>£v , rg^^HTv >rt iv ^r/v^j „ \w.Wk&thX\ >-cfc £v ^7/^ 

JSW 1 , JUSfJ©^ S^lfJgTO ^ ^nT/l^/K^f^ CF ,CHCF, CH CC1 #h 

3 2 3 2 3 
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£.fif % y^n:/nt:VK y^ny'^vK y^p^y^vK y^n^ry/^) N T/V^y 
(#!l;U:f, yb^y, ^h^y, y^df-y, ^>^y^K T/^^v-^/^^(^ij^^ 

t^a T/i^^y#/t^~/iyr5:y, t/^^wt?/, ry— /y^wK-ziy^y, ^ 
rnry^^/^^^r^/^), 7v^k\ ry— /K#iJ;y£, y^/u^), ry— >v 

fi^y, ^yy x hyy^>\ fh^f^x, ^y^fuyf),7;^i/y(ii 
^yr^k yy^t-yr-t-k y/y*7y°k r/i^/i^-cw*.!*, y^vi^*\ ^"f- 

— yw^/w^/KM^fi, ^y-^y^/y^yp^) , fi^^tTv^xtiv^/w^y 
/K ;vi^r^/K tfvi^/i^-^y, ^o/M^/k tt-y y/y*7y°k ^^tfvv-s: 
/K ft*M>y, y^^A-^y, ^;*-#yw^y/K ;*/K7^y % ;vk7;<k ^ 
^*r?y, tK^^y, rs^yy, ^r-yv, r^/i^/i^-zi^-^y, by 
T/i^/vyy/i^^-y. ^nr/u^y;^^—/^^^ ft/i^ju^-y^ T-yjvf- 

;*\ ^•^y > 7;W3dr-y7^3^y, T7^/^^-T/^dry^^^ifP 3 ^ o 

y^y^K tv^ny/i^, ^yyy^K fc°yvV;fr/M^/k y^u^^y^w^/K 

y^n^r1^#/I^~/l^) , T^)V$r;V<$\\%Ji$, ^<y^) , T/^l/y (#jx 
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■So 

[0007] — )H!^(I)^$;h/5te^tt©R 1 ~R\ m % St^Atfct^, ^U^fim^OP 
^(Ia)-(Im)-e^i- 0 

R 1 ^ (Ia)-C( = S)-S-R 4 X-C( = 0)-S-R 4 T\ R 4 ^«&$tvTwa>J;^T 
/W^XB^ tVTV ^Tb £ V ^T;V*~;V S (lb) -C ( = S) -S-R 4 X-C ( = O) -S- 
R 4 T\ R 4 ^*^t^TV>Tt>J;V^T/^=3r/^, (Ic)-C( = S)-S-R 4 T% R 4 ^»&£tl, 

R 2 te, ad)«m£;ft/rv^=t^T/i^vK (ie)7;^;^ 
mte, (Ih)0 o 

Afi, (n) «#i£*i/ti ^Tt ^Ty-/Ksm«&£*v-cv >-ob ^rnry— /k 

(Ij) ®^£tiTV ^"Ob £V >ry— /V, (Ik) g&£*LTV ->-Ob £V N-.fnT!)-;V„ 
Xte, R^^^-ilc^ot, (ii)ffi&£*va^-ob£i ^fnl^^ftlt 

t> £V ^T/l^l/^. (Im) T/V^WVo 

— ^^(D-C^^tV^^cD^LV^ f^LT^ [R l , R 2 , R 3 , in, A]=[Ia, Id, If, 
Ih, Ii], [la, Id, If, Ih, Ij], [la, Id, If, Ih, Ik], [la, Id, Ig, Ih, Ii], [la, Id, Ig, Ih, Ij], [la, Id, 
Ig, Ih, Ik], [la, Ie, If, Ih, Ii], [la, Ie, If, Ih, Ij], [la, Ie, If, Ih, Ik], [la, Ie, Ig, Ih, Ii], [la, 
Ie, Ig, Ih, Ij], [la, Ie, Ig, Ih, Ik], [lb, Id, If, Ih, Ii], [lb, Id, If, Ih, Ij], [lb, Id, If, Ih, Ik], 
[lb, Id, Ig, Ih, Ii], [lb, Id, Ig, Ih, Ij], [lb, Id, Ig, Ih, Ik], [lb, Ie, If, Ih, Ii], [lb, Ie, If, 
Ih, Ij], [lb, Ie, If, Ih, Ik], [lb, Ie, Ig, Ih, Ii], [lb, Ie, Ig, Ih, Ij], [lb, Ie, Ig, Ih, Ik], [Ic, 
Id, If, Ih, Ii], [Ic, Id, If, Ih, Ij], [Ic, Id, If, Ih, Ik], [Ic, Id, Ig, Ih, Ii], [Ic, Id, Ig, Ih, Ij], 
[Ic, Id, Ig, Ih, Ik], [Ic, Ie, If, Ih, Ii], [Ic, Ie, If, Ih, Ij], [Ic, Ie, If, Ih, Ik], [Ic, Ie, Ig, Ih, 
Ii], [Ic, Ie, Ig, Ih, Ij], [Ic, Ie, Ig, Ih, Ik], XttXJR 1 , R 2_ R 3 , m, A]=[Ia, II, Ih, Ii], [la, II, 
Ih, Ij], [la, II, Ih, Ik], [la, Im, Ih, Ii], [la, Im, Ih, Ij], [la, Im, Ih, Ik], [lb, II, Ih, Ii], [lb, 
II, Ih, Ij], [lb, II, Ih, Ik], [lb, Im, Ih, Ii], [lb, Im, Ih, Ij], [lb, Im, Ih, Ik], [Ic, II, Ih, Ii], 
[Ic, II, Ih, Ij], [Ic, II, Ih, Ik], [Ic, Im, Ih, Ii], [Ic, Im, Ih, Ij], [Ic, Im, Ih, IkW^f bfo 
3 0 
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—asks; (ii) x^£tizik&m<DR 5 -R 9 RTfx\z.m vr , 0*uv ^fi^s©iir a 

la) — (IIm)-C^i- 0 

R 5 «U (Ila)-C( = 0)-NH-Y 3 -R a -C% Y 3 &mi£&Xti.W&£tlX^Xb£^T 
SSXUT^K (IIb)-C(=0)-NH-Y 3 -R a T\ Y 3 ^^^Xiit^tlTV^ 

Tt>J;v^T/^^l/>' > *5J;^R a ^«m$tLTv^TtJ;v^^m#^X«Tv'/^, (lie) 

-C(=0)-NH-Y 3 -R a T\ Y 3 tfW^Xnm&£tlX\s^Xt>&^T;1/*rU^^ *3j; 
tm a ^t^§ *VCV vOb«fc V ^*««o 
R 6 «, (Ild)TKaim^c 

R 7 fl, (IIe)*^J®^ytttSife$tbTV^J:V^T^/K (If)*m^tl,TVNT^ 

R 9 f*. (Ili)g^^TV^Ttj j:V^T/^/^-X^*-Y 6 -R e -C\ Y^SgJfc^Tl^-Ofc 
J^T/i^i^ *5J:t>*R a ^g^i^TV^T 1 bJ:v^^*li^ N (iij) Bife&ixTVvc 

xtt, r 7 ^^r 8 ^-^(ci^o-c, cm) mw-rz>$kmm+t&fcmmistix^xi> 
£^5~8mm*mj&, dim) s^si-s^^js^fc^fcfli^tL-cv ^x-hx^ ^smm 

—f®&a)X^£tl%4k&M<Dm&l,^—mbVXn > [R 5 , R 6 , R 7 , R 8 , R 9 , X]=[IIa, 
lid, lie, Ilg, Hi, Ilk], [Ila, lid, He, Ilg, Ilj, Ilk], [Ila, lid, lie, Ilh, Hi, Ilk], [Ha, Hd, He, 
Ilh, Ilj, Ilk], [Ila, lid, Ilf, Ilg, Hi, Ilk], [Ila, lid, Ilf, Ilg, Ilj, Ilk], [Ila, lid, Ilf, Ilh, Hi, Ilk 
], [Ila, lid, Ilf, Ilh, Ilj, Ilk], [lib, lid, He, Ilg, Hi, Ilk], [lib, lid, He, Ilg, Ilj, Ilk], [lib, 
lid, He, Ilh, Hi, Ilk], [lib, Hd, He, Ilh, Ilj, Ilk], [lib, lid, Ilf, Ilg, Hi, Ilk], [lib, lid, Ilf, 
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ips#m #i»tt> mm&tt. &Tmtt&<omtm&mxttim 
mm. mxm. mm, &^m, mu %L<«^j^^^g4ffiSi^if© 

mm. ?v—j»s o-^^©^j^^^u\ 

?ub^j(Mx.«, i^^v^k mmftz*m^z> 0 mtmm<om&. mm, m 

n&mmte}f*^vx\,^xh£\<\ ®.Amkvxmm-rz>m&w&Amzmj&-*s 
mtemmt^x, mmitvxm.m-r^m^hmMxnmmitmtvxm^ 0 
*&m<b&to<D&j*mt£* ^mm, m&v>mvt. tt. &m. m*u 

^\gPS^l^ fcMlkghtzV. 1 B0.01— lOOmg, gmXteO.Ol— 10 
mg, £W-£V<IZ0.1~~ lOmg, #@RtS-5-©4§£\ W-MlkghfcV. 1 0 0.001-1 
OOmg, £?£L<te0.001 — lmg, «t«90*U<»O.Ol — lmgSrS-^-f-So rtb^rl— 4 
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mz.mox2m-rzzb&-v$z>o ^ (id x^&tizit&yon. wo 02/053543 

[0021] &MkW 

BN?iymjMm&%Mmm'\!kn:m ^mtr^^^/v ( 1 mg ) tm e tat? 

V^iO. 1 mg, OVA) <DW&W.{1 mL) ^rBrown Norway (BN, /VX})'* 

~^±^Amyyh<Dmmmzmmir^t^x^xmmmcmi / fvtc 0 100^, 1 

% OVASrffiW^^-fif-l^^SO^ffiP^A^W^U t(D24mm&, 
7*—M80 mg/kg, i. p. )J#»T©9yhtcACh«r<B«fta:«95^MBS-CllB2fe# 
»t£^U M^£C5^MMSJ££Konzett & Rosslertfefc— $BQfc&L-C«J5& 

80-7, wyjsif^gf) — m^*:imL/ioog, m^m 

-rSS^tffiSriEEh^^^a— ^— (TP-400T, 0 ^^tfi) £rffl V ^"C^iJ^L, t>1* ^ 

j±^jT^(0^li:AP-6OlG)^LT7 P y>'^— (WT-645G, 

IB^LfCo »3<£>$:-^(1[h|) te, ^(D^gl^^tu^fTofco VehicleS-^-cOcon 

4b^#3l-270telOO mg/kgS4--eP<0. 0KD^T#M^Lfc o 
>fb^4-320ttl0 mg/kgS-^"CP<0. 01<D^MM&^Vfc o 

MayGrunwald-Giemsa^^TlfflliS^^'feL, «#iS2rfrl\ %Mfcm&MH&Wk 
^b^4-320ttl mg/kg&mOmg/kgiS;^-?P<0. 0KD^T^^bfc o 
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10-051 {330 mg/kg.£.m00 mg/kgi£-^-CP<0. OKD^MM&^V 

7V— Mlmmulon IV) \Z.±.m ^^tby^Mj^-ClOOOf^^L, 2mm, 3 
7 £ C-e=i— 7"-r^?rfTV\ ^££>^ Block AceS:fflV>T^niydr^^tT5o 2. Twe 
en 20£r0. 05%^fry^Mtn&-C*#fci#^ 5 g/mL biotinylated jacalin^r 
150 mL»L1B#^, Syt-e-r^^-v-a^fT^o 3. PBSTTifcrf^, 1/5 
OO^lRL-fcstreptavidin— conjugated alkaline phosphatase^ 50 AtL^fSftPL, 
30^-^UX^^^— i/3>-&fto 0 4. PBSTTi5fc#^, pNPP liquid substrat 
e system 200 n L»"T 5 0 5. 3N NaOH^lOO /iLttLTOlt* 

, 450 nmX'OV&mfe-tZ) 

{b^4-320«10 mg/kgJ£^-t?P<0. Ol^E^^LfCo 
f*l^j4. 5^6 BN^yh^til^^^jIiimttA:^, «14M»«tm 

^^BN^^hOMB^rt t^-T5r^(CJ;"9tg»]^bfc 0 12 0 ^ £91^ PTC 

4m, liHj^o^^n-etLiro ovA^fc^^a^^so^ra^^ML^js^ 

(^f-An^:NE-U12) ^RA^^^LTlftttW^attiitftftjtJi^T* 
/W&tfs»Ufco mm*3W\ B ©^KA^l^^llSlimm 0 11U8 0 

^^I-12«30 mg/kg&^-TP<0. OKD^MM, 100 mg/kg^-^T^P<0 
<b^4-320«3 mg/ / kg^TP<0. OK^SM^LfCo 
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*mfe-fZ> 0 #kfafc^JI&<Z>-^£Cytospin3 (Shandon)^T^^£f£§!£U 

<b^I-12«100 mg/kgS-^TP<0. OKDmMM^VtCo 
>fb^l0-051{i3 mg/kg&U^O mg/kg^-^-eP<0. 05(D^MM^l^ti 

o 

Klmmulon IV) ^±?f ^tb^tLy^MWM^lOOOft^b, 20^ 3 
7°C-C3— ^>-^ftV\ ^CD^ Block Ace?rfflV^^n-7dr^^tT5o 2. Twe 
en 20&0. 05%-g-^y>-^»^^#> 5 n g/mL biotinylated jacalin£ 
150 /zL»]L1H#P^ 37°CT^^^--<— v-3^=f?5o 3. PBST"e^^, 1/5 
OO^rlRbThstreptavidin— conjugated alkaline phosphatase^ 50 mL^JPL, 
30#^MTMV3^.-<— >3^£rfr5o 4. PBST-Cl$fe^#, pNPP liquid substrat 
e system 200 n \M1Wt% Q 5. 3N NaOHSrlOO n LMlLSJfcSrittf) 

, 450 nmTOD£$J5£t-<5) 

( p #^-/l^y^-*b^ibA^) ^lM^^^HI^n^lO^F^M^T-C 
ai^$ii:^^^J;oT|gi!j^M^Lfc 0 ^tfuMfifl^ 1% ovASr®^*:/^ 

•yy^^r-y— ^H^^^E^r^Cfcfefett^^^CDdiphenhydramineClO mg/kg % i 

. p. )^io^sti^*b/c 0 m.m^u^^mrmm, v^f^mwfra. 4 g /k g 



WO 2005/016351 



70 



PCT/JP2004/011745 



6M3tTO^JS£Konzett & Rosslerfe^— ^&^Lfc#&-e$J5tU $S5Iifi«M4 

X^P^(SN-480-7 N ^mYm)*mWm, — j£<£>^(— HJt&^J;:4 mL 

v-^n— r^^MiiMh^^^— f — (TP-400T\ 0 Srffi V>TS'J^U 

, tNT^-EE^JT^CP^miAP-eOlO^UT^y^— (WT-645G. 0* 
)fem) fcfE»Ui:„ ^^jf¥iffi{*vehicle^-^(Dcontroli¥i:^^^#i|OACh^3l 

jRiK^ftiTffif (auc) *m^x%M.^®.mcmmm^<Dmmmm , m* 

{b^#>I-12telO m g/ /kg^-eP<0. 05(D^M^^Vtc o 
^-^4-320(31 mg/kg^^--eP<0. OlCHTSc^ 10 mg/kg&#-eP<0 

MayGninwald-^iemsaSfefefc-ClBiaSrftfeU JHMS^HBSrfTV \ ftat^tt#BI&S 

^4feI-12ttlO mg/kgi£^-T?P<0. 05^rStH^b^ o 
fc£*4&I-270filO mg/kg©^-CP<0. 05^#^^bfe o 
^^4-320f*l mg/kgS4--CP<0. 05^*1, 10 mg/kgi£#-?P<0. 0 

^#110-051 «30 mg/kg&-^TP<0. 05GM^&7FVtc o 

— TV— Mlmmulon IV) tC-hJS^^tLlJ^ifejgSfJR-eiOOOf&^L, 2«flW 
, 37°C-C3— ^vfi^Srfr V\ Block Ace^ffl^T^n^i^^ff 5 Q 2. T 



WO 2005/016351 



71 



PCT/JP2004/011745 



ween 20&0. 05%^ttV>&ffitftiW?VVcfr&^ 5 » g/mL biotinylated jacalin 
£150 ^L»blH#ra, 37 < CTMV=3f- 3 .-<~ fa^&ft5 0 3. PBSTCifc#fL 1 
,/500#^RL7hstreptavidin— conjugated alkaline phosphatase^ - 150 ^Li 
flPU 30^^t&"C>f>'^3.^<— i/3^%ft? 0 4. PBSTTi5fc#^ pNPP liquid sub 
strate system 200 vlMfia-jSo 5. Wti'<k, 3N NaOHSrlOO L^&PUxJS 
£rlh#>, 450 nm-CODSrSfJS^S) 

^o&^mimg^w^<^iH#figji^^ e 1m 

frofco tilt* 7777>f7^^- V33^*E«r6&Cfc«>, ^tl^tKD^U^lO^m 
(Cfett^5:^cDdiphenhydramine(10 mg/kg, i. p. JSr&ilUfco 24i^Mft©$S 
^iitftttJL3i«^«5©»^^ra«^L"Cj||febfeo m^lfPffif*vehicleS#^ 
control^tll^S^OACh^imXJfilS^ ft «iT®» (AUC) SrJt tSSLT^jt 

fb£*4feI-12W:30 mg/kgS#t?P<0. 05^T«^^L^ o 

icSrSO^-rSo #^nfcMO-g|3^Cytospin3 (Shandon)teT&^g#£f1s*lU 
MayGrunwald-Giemsa^fe^TJWBJiaSrlfefeL, *IB]|&$^&?Tl \ *tit&j£tt*IIJ&i* 

-fk^I-12f430 mg/kgfi!^--CP<0. OlO^fic^^bfCo 
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-!7V-Mlmmulon IV) fc±»^^tty^BI«Me«"T?1000flSP#3Rb, 2B#K 
, 37^-^3— 7V^£r?Tl\ -£<£>|£ s Block Ace ^JE^T^ns/^^fT^o 2. T 
ween 20&0. 05%^tpy^^«j^Ti5fc$H&, 5 // g/mL biotinylated jacalin 
&150 /xU&tlPLlBtPel], 37^TmV^-<— v'a^fr?, 3. PBST^^, 1 
/500%|RLfcstreptavidin— conjugated alkaline phosphatase^]. 50 n 
APU 30^^^.X4^^.^<—' >/3ls%ff% 4. PBST-e^^, pNPP liquid sub 
strate system 200 n L^Pi~S 0 5. $C#^ N 3N NaOHSrlOO // L»1UR£& 
£lh£> N 450 nm-eOD^iiJ^i-6) 

^^I-12«30 mg/kgJ£-5--?P<0. OlcD^TS^^bfCc 

[0022] nmmi3 ^^yvrnM^^m^m 

•7V^JS^T(1. 4 g/kg, i. p. )T^E-^5/h(CACh^|S^^J;'95^raPiT?JlH 
X«^(SN-480-7, ^Jm^m^Wm.. -^£^C (-0^4:4 mL 

^—y^—ir^%^m^y>^f^~-^— (TP-400T, 0 &ytm) zm^xm 

feU t>T ^ffi^TX^C 0 AP-601G) ^LT^y^— (WT-645G, 

0 KfE&Ufco M£%«AChtf>#&lH# P^fu^qg^U ACh<Dffl*S 

^b^4-320«10 mg/kg^-eP<0. Ol^^Sr^Ut, 
[0023] §S£rlJM 

jka TK^-rmmm 1 -8 «^ ^-r^^v ^ <Dxm , 3§ oiEis^fsi^Ps^-rs 
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feVtl&ft 250 
flszflsiMfik) 200 

^^ryv^^v-^A io 

460mg 



mVkmft 250 

•fe/Ha— ^(DMift) 400 

-BfrffrJM^tea—iO io 
^ry^ 5_ 

665mg 



SS 

^'I4^c^ 0. 25 

x.#S*-}V 25. 75 

^P'<7>'b22 (^np^?^^^^) 74. 00 

£*fh ioo. oo 

/l^SS^U ^(DM^?:7 p n-<7>'h22c^— SB^Px. % -30 
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?£t£j$# 60mg 

7^ 45mg 

IRJfefttt-fe^o— ^ 35mg 

aKytr=^trnUK^(7k4 , 10%«^) 4mg 

^hy^i^M^iX^/l^V^V 4. 5mg 

^Ty^^^v^ o. 5m g 

img 

-a- 1+ 150mg 



^j^LTNo. lS*y*s*\J. S. .kSV^Hjfii-o £>ib;0>C#>No. 60^r>aU. S. 
»JM5 



?SH4ric# 80mg 
f^yy 59mg 
^C^ H e Ht4-fe/H3— ^ 59mg 

200mg 



fiHfesfcSK tVt">\ t;n3-^, ^t^^ry^g^^^A^m^u no. 

45^s>v^U. S. W^-5V^^aUT^IK•^f75 : -^^/^iC1200mg-ro^JK-rSo 
»J^!l6 

*&t£j$# 225mg 
fflfl3i»lW*^y-feyK 2000mg 



WO 2005/016351 



75 



PCT/JP2004/011745 



^ff 2225mg 
WJ#!|7 



50mg 

•rh]}^^^^>^^±JUu—^ 50mg 

1. 25ml 

2cS#^§fi£ 0. 10ml 

q. v. 
q. v. 

ttawcfcana/a-w- 5mi 



o 

EHfe5fc# lOOmg 

mammm^v^w iooomi 

[0024] ^^tV^KS^^r^^h^ffi^^6^T^>'^^^D«t: , 'yK>'«l^#:^ 
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[i] 



5£(I): 



Wbi] 




„(CH2) m 




[2] r 1 ^:-c(=z)-w-r 4 (^;4 3 , ztewtmm?xi*mnm*-.mzmnm*;R*f* 

T/^^r->, T/l^/i^K RT*^*T/i'*/l'^*fabt£Zmfrtbm$l&foZ>&X*l 

^mmmm^tix^^xh^^Tv-^x^n^mmm^m^mm^mm 
[3] *>+\?/^%mftT*-xhfcm*^i-z>ik&mK ^ao : 
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Wk2] 



R 8 




tt^^tV-CV^Tt iV^r^=3rWV;Y 2 «^^, -O-, -O-SO -> — NR b — , — NR b 

2 

-C( = 0)-, -NR b — SO — , -NR b -C( = 0)-0-- -NfR b -Cf = 0)-NR b - -NR 

2 

b -C ( = S) — NR b — , -S-, -C ( = O) -O-, X tt -C ( = O) — NR b — ; R^M^tl 
->/P;R b f*^:tb ; etL^5tL-C7K^i^^, B&£;ft/CV^J^TA^K XteTvv^ 

^-g-^s^^EUTV ^-Ofe £<S&£*vCV vob J:v ^5— 8j|atSr7^fiKUTV ^Tfc ; 

^T^^T/i^/^Xtt^-Y^R 6 ^^ Y 6 te^£\ K^tL-CV^iV^T/V- 
T/W^I^ T/^—l^ -O-, -S-, -SO-, X«-SO -;R e ttg^$ 

2 

x^^#^x{«llim^)r^$^b^i¥^^il^$^'f^^^^^ 
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[4] R 5 ^:-y 1 -Y 2 -Y 3 -R"(^:^ % Y 1 tZW£&"eib*) ;Y 2 f*-C (=0)-NH-"T?fc!> ; 

Y 3 fem^Xtem&£lnx\, >xh^\f ^r;v* wv&v) ; R a te@#i£tircv ^xh £v > 

^*atSas-C*>S) -C^£*b5S-C*>!> ;R 6 ^*^Il^-efc>9 ;R 7 ^T/V^K 
^^X{4*^HTV^T^J;v^7^=/^T^D;R 8 ^7K^^X«T/^^^•Cfc'9 

v^Tt ) J:v^8M^^MLTV^TtJ:<;R 9 ^xDJ^^u?/x^lSfP^^ 
vCi>«fc<tt&&;tVT:v ^Xh «tV ^i&8fc3^ J^T/l^/VXtt^ : — Y 6 — R e (sfc 

m^c (id ~e&£tizfc&m<Dtizm „ 

[6] If ^JSilHicO^: (i) x ttMf 3fc3S3fB*©a; (n) ^&;h^fc^4&©^B&Rtf/;s 
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